We read with interest the recent article excluding human papillomavirus (HPV) as a significant contributor in esophageal squamous cell cancers (ESCC), at least in Australia (1). This is in contradistinction to oropharyngeal cancers (OPC) where there is compelling epidemiologic and molecular evidence indicating HPV as the etiology of a subset of cases. Within Australia, there is a changing epidemiology of OPCs. In a recent study of 302 cases, the incidence of HPV-related OPCs increased from 19% in 1987OPCs increased from 19% in to 1990OPCs increased from 19% in , 47% in 2001OPCs increased from 19% in to 2005OPCs increased from 19% in , to 60% in 2005OPCs increased from 19% in to 2006. Reports worldwide vary considerably in finding HPV in ESCC: with rates up to 81% (3). The clinical implications of excluding HPV as a major contributor to ESCC are important, particularly as HPV-related cancers have better prognosis and chemoradiation responses than their non-HPV counterparts.
We read with interest the recent article excluding human papillomavirus (HPV) as a significant contributor in esophageal squamous cell cancers (ESCC), at least in Australia (1) . This is in contradistinction to oropharyngeal cancers (OPC) where there is compelling epidemiologic and molecular evidence indicating HPV as the etiology of a subset of cases. Within Australia, there is a changing epidemiology of OPCs. In a recent study of 302 cases, the incidence of HPV-related OPCs We question whether the HPV rates have been fully determined in this ESCC series, due to potential methodologic problems. The authors used internal control primers which amplify a 110-bp region of the b-globin gene (1) . This contrasted with the 150-bp HPV L1 amplicon generated with GP5 þ /6 þ primers. It would be standard practice to use an internal control of longer or equal length to the HPV amplicon, to ensure DNA below 150 bp has not degraded (4). Also, there are several aspects of the described PCR method which could contribute to lower assay sensitivity. Firstly, the authors modified the MgCl 2 concentration to 2 mmol/L from the original assay description of 3.5 mmol/L. This would increase PCR stringency, but reduce sensitivity. The assay sensitivity in detecting HPV in tissue should be stated.
Secondly, the amplicons were analyzed by gel electrophoresis, a less sensitive method than using HPV-specific probes. If original paraffin-embedded tissue blocks were small, faint amplicon bands could be missed: although would not explain so many negatives. (This would be further exacerbated if there were DNA degradation). In addition, if there were HPV integration there could be interruption of the site being amplified.
It is standard when looking for HPV DNA in tissue that the sample used for PCR also has samples collected either side, to be rechecked histologically for tumor. This ensures that the sample is adequate for HPV PCR (5). We note that 22 (10%) of the total samples analyzed were from slide sections: the remainder from tissue blocks. Amplification from slide sections is less sensitive than from tissue. This is of relevance given that none of the 22 slides examined were HPV positive.
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